The suitability of 200 consecutive patients admitted to a newly established acute stroke unit was assessed for participation in two multicentre trials currently in their pilot phase: the International Stroke Trial of aspirin and heparin, and the Multicentre Acute Stroke Trial of streptokinase versus placebo. Of the 200 patients (74 men, 126 women, mean age 71 years), 96% had cerebral CT, and 94% had a final diagnosis of cerebrovascular disease. Overall, 50% of patients presented within 6 hours and 70% within 12 hours of the onset of ictus. A total of 113 patients (56-5%) were potentially eligible for trial treatment with aspirin/heparin. Only 9 patients (4.5%) were eligible for streptokinase treatment: 50% were excluded because they presented after 6 hours; 23% had a previous stroke with clinical sequelae and 23% had severe systemic illness. Forty eight per cent of patients had more than one exclusion criterion. The potentially high enrolment rates in trials of antithrombotic agents contrast with the restricted recruitment for trials of streptokinase, emphasising the need for multiple centres to achieve useful study enrolment.
Recent advances in technology have improved diagnostic classification of stroke but treatment remains essentially supportive. Recent trials have shown no beneficial effect from specific therapies, such as corticosteroids,' naftidrofuryl2 haemodilution' and calcium antagonists. [4] [5] [6] Ongoing drug studies with thrombolytic agents78 and neuroprotective drugs have recognised the importance of treating the acute stroke patient early; this is based on experimental evidence that neuronal ischaemia which persists for [4] [5] [6] hours results in irreversible cell death.9 Treatment within 90 minutes7 and 8 hours8 of the onset of neurological deficit is being achieved in current studies by streamlining admission and investigation. This contrasts with earlier studies in which treatment was administered up to 48 hours4 or even 7 days2 after the ictus. An improved system of stroke care is required in the United Kingdom to explore the potential of these new treatments. '0 As about 80% of acute stroke is the result of either a thrombotic or embolic process, present research is evaluating the safety and benefits of antithrombotic, anticoagulant and thrombolytic therapy.
Two major multicentre trials which are in a pilot phase are a trial of aspirin and heparin in acute ischaemic stroke, the International Stroke Trial (IST), and a placebo-controlled study of thrombolytic therapy in patients with an acute middle cerebral artery territory infarction, the Multicentre Acute Stroke Trials (MAST) study. Fundamental differences exist in the enrolment criteria for these two trials. The IST is a randomised open trial into which thousands of patients must be enrolled to detect a moderate treatment effect. It is therefore designed to achieve maximum simplicity for all collaborators to maximise enrolment. In contrast, the enrolment criteria of the MAST study are by necessity more stringent. Firstly, treatment must be started within 6 hours for MAST compared with 48 hours for the IST. Secondly, a cerebral CT scan is essential before randomisation only in the MAST study to exclude a cerebral haemorrhage or non-vascular disorder.
We have explored the potential for participating in multicentre acute intervention trials in the first 200 patients admitted to our recently established acute stroke unit. Eligibility for treatment with thrombolytic drugs or with heparin and aspirin was assessed. Our findings have important implications for the design and feasibility of performing acute stroke trials in the United Kingdom.
Patients and methods All patients with an acute neurological deficit of probable vascular origin within the preceding 48 hours, and without metabolic disturbance, trauma, or intoxication which could account for the presentation, are admitted to the 5 bed acute stroke unit which serves a population of 220 000 in the north west of Glasgow. There is no age limitation. Patients with known non-vascular neurological disease, recent head trauma, intoxication, or requiring intensive or coronary care, are not admitted.
All patients admitted during the first 10 months of operation of the unit were assessed for eligibility for study treatment with aspirin/heparin or thrombolytic drugs. The time of onset of neurological deficit was carefully noted during the period of study, and this and other information was prospectively
The experietces of an acute stroke unit-implications for multicentre acute stroke trials recorded on data collection sheets. The latest available criteria for the International Stroke Trial and the Multicentre Acute Stroke Trial were used.
Results
A total of 200 patients (74 men, 126 women) aged 34 to 93 (median 71) years admitted in the first 10 months of operation of the unit were assessed.
The interval from onset to admission ranged from 30 minutes to 56 hours (median 4-75 hours) in the 114 cases in whom onset was accurately determined. In 49 cases time of onset could not be determined precisely. In 28 cases this was because patients awoke with the deficit. In these cases the time of going to sleep was recorded; the median time from "onset" to admission in this group was 6 hours 15 minutes (range 2 hours to 72 hours). In a further 22 dysphasic or unconscious patients no accurate history was available. The median interval from when the patient was last known to be well to admission was 7 
A total of 100 cases (50%) showed recent cerebral infarcts; 13 of these were lacunar infarcts, 5 were major hemisphere lesions with oedema and midline shift. Two patients had intracerebral tumour (one meningioma, one secondary deposits from undiagnosed bronchial carcinoma).
POTENTIAL ENROLMENT TO ASPIRIN/HEPARIN STUDY
The number of patients excluded according to enrolment criteria of the IST are shown in table 1. Overall, 113 patients (56 5%), would have been eligible (fig, left) . The commonest single exclusion factors were preceding aspirin treatment (18-5% of patients) and functional dependence (13%). In 23 cases (11 -5%) aspirin had been prescribed for TIA or stroke, in 8 cases (4%) for cardiac disease and in 4 cases (2%) for both. In 23 cases (11-5%) aspirin was the single exclusion criteria from the IST. A recent protocol modification permits entry of patients previously prescribed long term aspirin, where clinical uncertainty over the need for continuation of aspirin exists. Only 6 patients (3%) were excluded because clinical deficit had an onset more than 48 hours before potential treatment.
POTENTIAL ENROLMENT TO STREPTOKINASE STUDY
Only 9 patients (4.5%) would have been eligible for streptokinase treatment as part of this study (fig, right) Our calculated low rate of recruitment for the thrombolytic trial has been matched by subsequent experience in a local pilot study with similar entry criteria to MAST, in which 7 of 183 patients during 11 months were treated with streptokinase/placebo within 6 hours of onset of deficit. Nevertheless, this rate of recruitment would exceed the anticipated enrolment in the MAST study of 600 patients from 60 centres within two years. We would have been unable to achieve this before reorganisation of our stroke care service and we therefore support an improved system of stroke care in the United Kingdom.'0 Screening and entry of patients into both the IST and MAST studies simultaneously should be possible. Entry into the MAST study would preclude entry into the IST for only 2-5% of patients therefore making little impact on the numbers of patients entered into the latter trial. These trials should answer important issues about the medical management of acute ischaemic stroke.
